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DETAILED ACTION 

1 . Applicant's amendment, filed 10/10/06, has been entered. 
Claim 1 has been canceled. 

Claim 3 has been added. 

Claims 2-3 are pending. 

2. Applicants election of Group II without traverse in the Response To Notice To 
Restriction Requirement And Amendment, filed 10/10/06 is acknowledged. 

However, given the cancellation of claim 1 , the Restriction Requirement has been 
rendered moot. 

Applicant's election of the specific disorder, wherein the specific disorder involves 
defective binding of the leukocytes to activated platelets or endothelial cells, is 
acknowledged. 

While the examiner was seeking an election of a particular disease/disorder (e.g., 
rheumatoid arthritis described in Clinical Applications on pages 44-48 of the instant 
specification), 

it is noted that the Diagnostic Reagents described on pages 42-43 of the instant 
specification appears more limited in its description of using antibodies to PSGL for the 
detection of human disorders in which P-selectin ligand might be defective. 

Therefore, the election of the specific disorder involves defective binding of the 
leukocytes to activated platelets or endothelial cells, is under consideration in the instant 
application. 

Claims 2-3 are pending and being acted upon. 

3. The application is required to be reviewed and all spelling, TRADEMARKS, and like 
errors corrected. 

Trademarks should be capitalized or accompanied by the ® or symbol wherever 
they appear and be accompanied by the generic terminology. Although the use of 
trademarks is permissible in patent applications, the proprietary nature of the 
trademarks should be respected and every effort made to prevent their use in any 
manner which might adversely affect their validity as trademarks. 



Appropriate corrections are required 
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4. Claims 2-3 are rejected under 35 U.S.C. § 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 2-3 are indefinite in the recitation of "detecting a disorder involving defective 
binding of P-selectin glycoprotein ligand" and "wherein the disorder involves defective 
binding of the leukocytes to activated platelets or endothelial cells" because the nature 
and metes and bounds of said "disorder(s)" is ambiguous and ill-defined. 

There is no or insufficient objective evidence that the ordinary artisan would have 
recognized the metes and bounds of said "disorder" or that the species or class of the 
claimed "disorders" was / were a class of disorders recognized in the art at the time the 
invention was made. 

While paragraph [0088] on page 42 of the instant specification suggest patients with 
increase susceptibility to infections in which leukocytes might not be able to bind to 
activated platelets or endothelium, 

there is little or no guidance as to defining the metes and bounds which infections or 
which patients with infections are encompassed by the claimed methods. 

Further, claims 2-3 are indefinite and unclear in their recitation for being incomplete 
by omitting essential steps or ingredients, such omission amounting to a gap between 
the steps. See MPEP 2172.01. 

For example, there appears insufficient steps and ingredients to carry out the 
methods of "detecting a disorder" by mere testing the binding the anti-PSLG-1 
antibodies to leukocytes obtained from patients. 

The claims do not forth clear, distinct and positive process steps with a step that 
clearly relates to the preamble of the claim.. The nature of the "detecting a disorder" is 
not defined by the claim and, the specification does not provide a standard for 
ascertaining the requisite degree by which a disorder, including "wherein the disorder 
involves defective binding of the leukocytes to activated platelets or endothelial cells". 

One of ordinary skill in the art would not be reasonably apprised of the metes and 
bounds of the invention.. 

Applicant is reminded that the amendment must point to a basis in the specification 
so as not to add any new matter. See MPEP 714.02 and 2163.06 
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. 5. The following is a quotation of the first paragraph of 35 U.S.C. § 112: 

The specification shall contain a written description of the invention, and of the 
manner and process of making and using it, in such full, clear, concise, and exact 
terms as to enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and use the same and shall set forth the 
best mode contemplated by the inventor of carrying out his invention. 

6. Claims 2-3 are rejected under 35 U.S.C. 112, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to enable one 
skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and/or use the invention 

In vitro and animal model studies have not correlated well with clinical diagnosis in 
patients. Since the detection of a disorder/disease can be disorder/disease-dependent, 
it is not clear that reliance on the in vitro and in vivo observations as well as the clinical 
experience with targeting various inflammatory conditions with anti-PSGL-1 antibodies 
accurately reflects the relative ability or efficacy of the claimed "methods to detect a 
disorder involving defective binding of P-selectin glycoprotein ligand in a patient" 

In a review on the Role of PSGL-1 Binding to Selectins in Leukocyte Recruitment in 
McEverand Cummings, J. Clin. Invest. 100: S97-S103, 1997; 
the co-inventors conclude that: 

"Many interesting questions remained to be answered. These include defining the 
details of the post-translational modifications that confer optimal PSGL-1 biding to 
selectins, the nature of the molecular contacts between lectin and ligand, the 
biophysical parameters that facilities cell-cell interactions underflow, the molecular 
mechanism for PSGL-1 -mediated leukocyte signaling and the role of PSGL-1 -selectin 
interactions in vivo during physiological and pathological inflammation, hemostasis and 
hematopoiesis." 

See entire document, including Conclusions on page SI 02. 

Further, this J. Clin. Invest. Reference notes the broad Tissue Distribution of PSGL- 
1 , including the observations that PSGL-1 is expressed differentially on leukocytes and 
this expression may differ in the same cell populations or that the PSGL-1 may be 
modified diffentially among the leukocytes. 

See Tissue Distribution of PSGL-1 on page SI 00. 
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Several variables are used in evaluating the predictability of detection or diagnostic 
assays. These include diagnostic specificity and sensitivity and positive and negative 
predictive values. 

The diagnostic sensitivity of an assay reflects the fraction of those subjects with a 
specific disease that the assay correctly identifies as positive. 

The diagnostic specificity of an assay reflects the fraction of those subjects without 
the disease that the assay correctly identifies as negative. 

The positive predictive value refers to the probability that an individual with a positive 
test result has the disease. 

The negative predictive value refers to the probability that an individual with a 
negative test result does not have the disease. 

There is an inverse relationship between the sensitivity and specificity, which is 
related to the assigned cutoff value that is used for a particular test to segregate 
diseased populations from those with no disease. 

In the absence of objective evidence to the contrary and keeping with the nature of 
evaluating a number of potential immunological markers for diagnosis, 

the skilled artisan would predict that there is an overlap between diseased and non- 
diseased groups, since individuals without a disease may exhibit abnormal levels of 
PSGL-1 , while individuals with the disease may exhibit normal levels of PSGL-1 . 

Here, applicant has not provided sufficient direction and guidance as to the 
sensitivity and specificity of detecting a disorder involving defective binding of P-selectin 
glycoprotein ligand via the use of PSGL-1 -specific antibodies alone. 

Here, applicant has not set forth normal values as well as those values that would 
lead the skilled artisan to predict the ability to detect a disorder involving defective 
binding of P-selectin glycoprotein ligand via the use of PSGL-1 -specific antibodies 
alone. 

The cutoff value for a particular assay will determine the diagnostic sensitivity and 
specificity of the test based on the number of individuals that are diagnosed with and 
without the disease. 

There is insufficient objective evidence that the claimed assay which relies upon the 
detection of PSGL-1 on leukocytes obtained from various patients provides the requisite 
sensitivity and specificity to be useful for the claimed purpose detecting a disorder 
involving defective binding of P-selectin glycoprotein ligand via the use of PSGL-1 - 
specific antibodies alone. 
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Further, as indicated above, given that the tissue distribution of PSGL-1 in 
leukocytes is broad and varies and that the role of PSGL-1-selectin interactions in vivo 
during physiological and pathological inflammation, hemostasis and hematopoiesis 
remained to be answered subsequent to applicant's priority dates, 

the specification does not describe nor enable "methods of detecting a disorder 
involving defective binding of P-selectin glycoprotein ligand via the use of PSGL-1- 
specific antibodies" alone, commensurate in scope with the claimed invention. 

Reasonable correlation must exist between the scope of the claims and scope of 
enablement set forth. 

It does not appear that there is sufficient information to set forth the particular PSGL- 
1 levels, which correlates to a particular disorder, such that a particular disease is 
detected. The specification does not teach how to extrapolate data obtained from the 
expression or varying levels of expression of PSGL-1 in leukocytes obtained from 
patients can be significantly correlated to a particular disorder, including patients with 
increased susceptibility to infections (e.g., see paragraph [0088] on page 42 of the 
instant specification), commensurate in scope with the claimed invention. Therefore, it 
is not clear that the skilled artisan could predict the correlations of PSGL-1 in a patient's 
leukocytes to detect or to diagnose a disorder or a disease, broadly encompassed by 
the claimed methods. There is insufficient guidance and direction as well as objective 
evidence to provide for detecting or diagnosing the diversity and scope of disorders / 
diseases encompassed by the claimed methods. 

In view of the lack of predictability of the art to which the- invention pertains the lack of 
established protocols for effective methods to detect or diagnose the scope of 
inflammatory conditions, disorders and/or diseases with PSGL-1 -specific antibody- 
based assays, undue experimentation would be required to practice the claimed 
methods of detecting a disorder involving defective binding of PSGL-1 with a 
reasonable expectation of success, absent a specific and detailed description in 
applicant's specification of how to effectively practice the claimed methods and absent 
working examples providing evidence which is reasonably predictive that the claimed 
methods are effective for detecting a disorder involving defective binding of PSGL-1 via 
monitoring a patient's leukocytes with PSGL-1 -specific antibodies alone, broadly 
encompassed by the claimed methods. 

7. No claim is allowed. 

8, Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Phillip Gambel whose telephone number is (571) 272- 
0844. The examiner can normally be reached Monday through Thursday from 7:30 am 
to 6:00 pm. A message may be left on the examiner's voice mail service. If attempts to 
reach the examiner by telephone are unsuccessful, the examiner's supervisor, Christina 
Chan can be reached on (571) 272-0841. 
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The fax number for the organization where this application or proceeding is assigned 
is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-21 7-91 97 (toll-free). 




Phillip Gambel, Ph.D., J.D. 
Primary Examiner 
Technology Center 1600 
November 27. 2006 



